CrIAGES and correlations in cytokine and eicosanoid production by blood monocytes, non-purified and purified peritoneal cells during a carrageenin-induced peritonitis were investigated for a period of ten days. The cells were isolated and stimulated in vitro. Cytokine and eicosanoid production of the non-purified fraction increased steadily during peritonitis. During the whole episode of peritonitis the production capacity of granulocytes was very low and hardly any effect on the production capacity of macrophages (M) was observed. Cytokine and eicosanoid production of the non-purified fraction was mainly due to the presence of M. The production capacity of the peripheral blood monocytes was not similar to that of the peritoneal M.
, 2B, 2C and 2D.
Cytokine and eicosanoid production by the crude fraction increased steadily during peritonitis. TNFc and TXB2 reached peak levels after 3 days, whereas PGE2 and 6kPGFI= reached a plateau 7 days after induction of the peritonitis. In comparison with levels of other eicosanoids the LTB4 production was low before and on the first day of the peritonitis and decreased significantly thereafter. By day 10 the production capacity returned to the initial level.
The production pattern of the cells from the macrophage fraction (Fig. 2B ) was similar to that of cells from the crude fraction ( Fig. 2A) . Inflammatory mediators were also produced by the granulocyte fraction (Fig. 2C) , although the production capacity The capacity of cells from the peripheral blood monocyte fraction to produce inflammatory mediators (Fig. 2D) (Fig. 2B , r= 0.5580 and r= 0.6106). In the monocyte fraction (Fig. 2D) lower for PGE2 and 6kPGF=, and on day 3 higher for gWB4, TXB2 and TNFo: (Fig. 3 A-E) .
Correlation coefficient between inflammatory mediators from monocyte and macrophage fraction: Only the basal TNFz production of the cells from the monocyte and macrophage fraction were clearly correlated (r= 0.5421).
Discussion
Characterization of inflammatory mediators produced by granulocytes and monocytes/macrophages during induced inflammation in animal models, may be helpful to the understanding of inflammatory diseases and their treatment. The present study investigated the changes and correlations in cytokine and eicosanoid production capacity of peripheral blood monocytes, non-purified ('crude' fraction) and purified ('macrophage' and 'granulocyte' fraction) peritoneal cells during a carrageenin-induced peritonitis in rats.
In the present study, where an influx of leucocytes into the peritoneum was achieved after carrageenin injection, the number of PMNs increased in the acute phase (day 1) Our experiment showed that the inflammatory mediator production capacity of the non-purified fraction, which was harvested from the inflamed peritoneal cavity, changed with time. The production of inflammatory mediators in the non-purified fraction was mainly caused by the presence of M) during carrageenin-induced peritonitis. This is, first of all, based on the significant correlation between the eicosanoid and TNFot production capacity of the macrophage fraction and the crude fraction, these correlations hardly changed when it was assumed that these fractions only contained M. Secondly, the production capacity of the granulocytes appeared to When the production levels of the non-purified fraction was compared with the macrophage fraction, assuming that the inflammatory mediators were only produced by M, it was observed that the production of PGE,. and 6kPGFI= had decreased on day I and the production of LTB4, TXB and TNF had increased on day 3. The results of these effects could be an amplification of the inflammation, due to the decrease of anti-inflammatory substances and the subsequent increase of pro-inflammatory substances.
The low production capacity of the crude fraction in the acute phase followed by an increasing production capacity in the chronic phase could also be explained by presence of the M. Blood monocytes and resident M transform from primed into active M at the side of the inflammation, after which profound changes occur in morphology and function of these cells. The M present at day 1 in the peritoneal cavity, probably were not primed in vivo at this time, which could be the reason that the eicosanoid and cytokine production capacity of these M were so low after stimulation in vitro with LPS. Once these M were primed in vivo, also the new monocytes that migrate into the peritoneal cavity, the production capacity of these monocytes/M steadily increased, showing in vitro a differentiated pattern for the eicosanoids and TNF. This pattern probably depends on the function of the metabolite.
As peripheral blood monocytes transform into peritoneal m, the correlation between these cells was investigated. The eicosanoid and TNF production capacity of blood monocytes was not similar to that of M during peritonitis. It was clearly shown that through influx and transformation of monocytes into M the synthesis of mediators completely changed.
In conclusion, M are the main source of the inflammatory mediators whose production is dependent on the episode of the carrageenin-induced peritonitis.Characterization of purified M in vitro in animal and human models will be helpful to the understanding of inflammatory diseases and their treatment. Peripheral blood monocytes do not reflect mediator production of M present at the inflammatory site.
